BEST POSSIBLE COPY

TABLE 1 (3001)

Surmary of Oispostition of Randoaized Subjects

P lacetis ?huh;gn

ace =g B Tota)
(K=317) : {H=309) (H=826)

Baseline/Week 0 T st g |

Assessed 7. (100% 309 (100% [

Discont inued 12 (4X) 7 ( (ZX} ig (l?g?
Adverse: Event 3 (43%) 3 (18X
Cotisent Withdrawn 5 (42x) 0 : S (26%)
Lost to Follox up §:(42%) 4. (51%) 9. (47%)
Protocol Yielation 0 [} 0
Lack of Efflcacy 0 (] 0
Other 2{11%) 0 2 (11%)

Unscheduled .

Assessed 14 (4x) 28 (9%) 2 {1

Discont inued 8 (3%) 24 (8%) 32 (5%)
Adverse. Event 3:7(38%) 19 (79%) 22 (68%)
Consent Withdrawn 1 (13%) 3:13%) 4 (13%)
Lost to Follow wp 0 ‘0 )
Protoco) Violation 1] [+] 0
Lack of Efficacy 1 {13%) 2. (8%) 3 (8%)
Other 3 (38x) 0 3 (9%)

294 (93%) POV IR,

Discontinueu 19 (6X) 11 (4X%) 30 yen,
Adverse Event 5. (e6%) 7 (64%) 12 (40%)
Consent Withdrawn S (47%) 0 9 (30%)
Lost to Follow up o (2X) 1. (8%) & (17%)
Protocol Yiolation 0 10 (9%) 1 0(3%)
Lack of Efficacy 1 (5%) 2 {18%) 3 (10%)
Other 0 0 0

Unscheduled

Assessed 18 {6%) 19 (6%) 37 (%)

Discont inued 11 (3%) 12 (4%) 23 (4%)
Adverse Event 5 (45%) 8 (67%) 132 (57%)
Consent Withdrawn 5. (45%) 1 (8%) 6 (26%)
Lost to Follow up 0 0 o
Protocol Violation [} 0 [}

Lack of Efficacy . 1 (9%) 1 (8%) 2.:(9%)
Other 0 2 (11%) 2. (8%)
Week 8

Assessed 267 (84%) 254 (82X) 521 (83%)

Discont inued 12 (4%) 13 (4%) 257 (4X)
Adverse Event 4.(33%) 9. (63%) 13- (52%)
Consent Withdrawn 3 (25%) 1 }8% 4 (18%)
Lost to Follow up 0 1 (8%) 1 {4%)
Protocol Violation 0 0 0
Lack of Efficacy 4 (33%) 2. (15%) 6 {24%)
Other 1. (ax) 0 1 (4x)

Unscheduled

Assessed 5o (2x) 9 (3%) 14 (2%)

Discont {nued 1 (e1X) 2 {1¥%) 3 (<1¥%)
Adverse Event 1 (100%) 0 1. (33%)
Consent Withdrawn 0 0 [

Lost to Follow up - 4 0 0
Protocol Vielation ] 0 K]
Lack of Efficacy 0 0 ]
Other 0 2 (100%) 2 (67%)
Week 12 74
esesied 253 (80%) 238 (Zm 19: ({u))
7 (2X) 1 (<1X)

Discont inued 2 (28%) 0 2 (25%)
Adverse Event 2 (29%) 1 (100%) T3 (38%)
Corisent Withdrawn 2 (28%) 0 2 (25%)
Lost to Follow up 0 0 0
Protocol Yiolation 0 0 0
%ﬁﬁk.r“ ey ’ 1 (14x) ° 1)

Unscheduled 4 2%

Assessed g (zx) : (3%) lo (2%)

Discont inved 0 0 0
Adverse Event 0 0 o
Consent Withdrawn 0 0 0
Lost to Follow up o 0 0
Protoco! Yiolatton ° o o
Lack of Efficacy 0 0 0
Other




BEST POSSIBLE copy

TARLE 2 (3002)

- Sunnar;v‘of 6is§os1t10n of Randomized Subjects

¥

Alosetron
Placebo 1. 'mg BID Tota)
(N=323) (N=324) (N=647)
Baseltine/Week 0 :
Assessed: - 323 (100%) 324°¢1002) 647 (100%)
Discontfnued 6 (2%) 12 (42) 18- (3y)
Adverse Event 131D 201 3 amn
Consent Withdrawn 170 4. (330 5 -(28%)
Lost to Follow 3 (50%) 6 (50%) 9 (50%)
Protocol Violation 0 0 0
Lack-of Efficacy 1 (1712) 0 1. (6%
Other 0 0 0
Unscheduled k
Assessed 12 -(4%) 13 (4Y) 25 (40
Discont tnued 7.002%) 12 - (4) 19 (31
Adverse Event 4 (57%) 10 (83%) 14 (74%)
Consent: Withdrawn J3:(43%) g 1.-(8%) 4210
Lost to Follow up 0 0 0
Protocol. Violation 0 0 0-
lngk of Efficacy 0 1.(8%) 1 (50
Week 4~ 0 0 0
Assessed 310 (961) 300 (931 610 (94
Discont fnued 17-°(5%) 28 (97) 45 (?7§;
Adverse Event 4 (24Y) 22 (79%) 26 (58%)
Consent: Withdrawn 3 (18Y) 2.(7%) 5 Q1D
Lost to Follow up 3 (18%) 10 (4) 4 (9Y)
Protocol Violation 0 1.7(4%) 1 (2%)
Lack.of Efficacy 6 (35%) 2.(72) 8. (18%)
Other 1 (61) 0 1@
Unscheduled
Assessed 15 -(5Y) 102n
Discont inued 401 3 (<1y) 2; E%B
Adverse Event 0 : 2 (67%) 2 (291)
Consent Withdrawn . 0 0 0
Lost to Follow up 0 0 L0
frotoc?lsvzolation 1 (25Y) 0 1:(14%)
ack-of Efficacy 3. (75%
Other : 5 ) ‘1) (33%) g (57%)
s 288 (89%) 269 (83%) 557 (86%)
Adverse Event 3 (38Y) 8 (62%) 11 (wx)
Consent Withdrawn 1 Q3 1 (81 2 ‘1“)
Lost to]FoH?u up ‘l) (3% g (15%) g (
Protocol Yiolation
3.(38%) 1. (8%) 4. (19
(L):ﬁtrm Eificacy 0 1 (BX) 1 (5%)
Unscheduled 13 (4D B (2%) 21 (3D
Assessed 5 (<1%)
Discont‘nued 3 (<l!) 2 (<1_:) (20:)
Adverse Event 0 1 (503) } (202)
Consent Ni%?drawn g . é (50%) 0 (
Lost to Follow up
Protocol Violation % Sgg g } ggi;
gock of Efficacy : 133 0 1 (200)
2 278 (86%) 253 (781) 531 (821)
Djsccntinued N B (ZX) 8 (22) 16 (2:)
AdVEI‘SE Event 2 ‘25:) 3 (38!) : 5 (31%)
Consent Withdrawn 0 1 (131 1 (61)
Lost to Follow up 4 (501) 2 (25%) 6 (38Y)
Protacol Violation 0 0 0
Lack of Efficacy 0 I (13%) (6%
Other 2 (25%) 1.{13%) 3 (19%)
Unscheduled )
nIskssessed 8 (22) LI 2 4 B 13 (20)
Discontinued 0 1 (<12) ; 1<)
Adverse Event. 0 1:(1002) =1:(100%)
Consent. Withdrawn 0 0 0
Lost to Follow up 0 0 0
Protocolr\nolation 9 0 0
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naz: - BEST POSSIBLE

Sumary of Correlation Batween Adequate Relist Kesponse ana aversge Pain Severity By-Week and Overall

Adequate Relief Baseline Change from Baselins s@:‘,—:ﬂﬁ;ﬁ,"‘

Time X Responder n (X) Mean SO Mesn 7] Cosfficimnt o value

Veek 1 $94 Yes 187 (31X 1.8 0.6 0.7 0.7 -0.344
No 407 (6ox 2.0 0.6 21 0.6 <0.001%

Week 2 576 Ves 227 (38%) 1.9 0.6 -1.0 0.8 ~0.488 <0.001%*
No 349 (61%) 2.0 0.6 ~0.2 0.7

Veek 3 569 Yes 268 (4r%) 1.9 0.6 -1.0 0.8 ~0.398 we
Mo 301 (s3) 2.0 0. 0.4 0.7 <0-001

Veek 4 553 Yes 253 (4s%) 1.9 0.6 1.1 0.7  -0.480 <0.001%*
o 300 (54%) 2.0 0.6 ~0.4 0.7

Veek 5 538 Yes 277 (51% 1.9 0.6 -1.2 0.7 0.4 .
No 261 {tsx 2.0 0.6 «0.5 0.8 18 <0.001

Veek 6 528 Yes 268 (51%) 1.8 0.6 1.2 0.7 ~0.421 <0.001%*
No 260 (49%) 2.0 0.6 -0.5 0.8

Veek 7. 518 . Yes 248 - (48%) 1.9 0.6 -1.2 0.7 ~0.455 <0, 00)**

: Ne - 2100 (52%) 2.0 0.6 -0.5 0.7 .
Veek 8 510 Yes 272 (53%) 1.9 0.6 -1.3 0.7 -0.495 <0.001%*
: Ko 238 (47%) 2.0 0.6 0.5 6.8 »

Veek 9 496 Yes 263 {53%) 1.9 0.6 1.3 0.7 -0.454 <0.001%*
Ho 233 (47%) 2.0 0.6 ~0.§ 0.7

Veek 10 486 Yes 254 (52%) 1.9 0.6 -1.3 0.7 ~0.467 <D.001**
o 232 (48%) 2.0 0.6 ~0.6 0.7

Veek 11 48] Yes 238 {49% 1.9 0.6 1.3 0.7 <0.431 <0.001**
No 243 (51% 2.0 06 0.6 0.7

Veek 12 483 Yes 242 (52%) 1.9 0.§ “1.2 0.8 20.403 <0.001**
No 221 (48%) 2.0 0.5 <0.8 0.8

At least 483 Yes 254 {53%) 1.9+ 0.6 =11 0.6 ~0.45 "e

Six out of No 229 {47%) 2.0 0.6 <0.5 0.5 3 <0.001

Iwelve Weeks

* Significant at the 0.050 level; ** significant at the 0.010 Vevel.

Kote: For each week, subjects who answered the adequate relief question and who answered the pain/discomfort question on at least
one day are included in the analysts at that week. :The analysis of subjects who reported adequate relief in at Teast six
out of twelve weeks is based en the nimber of subjects who completed the study.

Kote: F-values are the result of ‘& Wilcoxon rank-sum test for comparison of the adequate relief Yes/Ns response groups.

APPEARS THIS WAY
A 0N ORIGINAL




- mese - BEST POSSI

7 Weeks with ate Relief _
a; m:"t:e Week o‘v'erla Menstruation ‘s -
8a (3001) Alosetron Between Treatment
Placebo 19 BID Grouwp c?:m{'ﬁon
Meas at : ' Statistic {(N=317) (N=309) p-valve
117 118 <0.00]1#
Proportion of weeks with adequate relfef , n 038 0.62
overlapping with menstrual cycle l‘s!gan 0.39 0.39
' Median 333 8‘7’1
Kax. 1.0 10
127 <0. 001+
Proportion of weeks with adequate reltef n 128_37 0.57
not-overlapping with menstrual cycle - - 's*sﬂﬂ 0.3 0.37
Ned{an 833 8:87
. 10 Lo
0.243
Within treatment group comparison:[2) p-valve 0.341
8b (3002)
: Placebs ?loseé;‘gn Between Treatment
. Group Compari
Measurement Statistic (N=323) (NTgZ“ gu?va??e} lrls!on
Proportion of weeks ‘with adequate: relief n 119 12 *
overlepping with menstrual cycle Mean 0.39 g,se <0.001+
: SO 0.39 0.4p
5 : _ Median 0.25 0.67
. Min. - 0.0 . 0.0
Max. 1.0 1.0
Proportion of veeks with adequate relief S SR 126 1 : **
not overlapping with menstrya) cycle Mean 0.37 23.53 <0.001
‘ SO 0.37 0.39 -
Median 0.25 0.56
Min. 0.0 0.0
Max., 1.0 1.0
Witkin treatvment group comparison (2] p-value 0.273 0.067

* Significant st the 0.050 Tevel; ** significant at: the 0.010 Yevel. :
Note: - Subfects who menstrusted during the study are tncluded in tha table, Ihe portion of weeks with adequate relief overlapping the
“ranstrual evele was calculated for subjects who answered the adequate reltef question during at least one week that overlapped the

menstrual cycle.  The proportion of weeks with adequate relfef not overalapping with renstrual cycle wag caleulated for subjects
who answered the adequate relfef questfon during at least one wsek that did not overlap the menstrual cycle. -

{11 P-values are the result of the van £lteren eethod: of ‘the Wileoxon rank.sum test with stratification for cluster,

(2} Pvaluss for the difference 1 proportion of ‘weeks with adequate relvef overlapping with menstrual cycle and the

Proporton cf weeks with adequate reltef not overlapping with menistrial exle are the result of the Wilcoxon signed rank test.
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BEST POSSIBLE
8

- Stool Consistency and Adequate Response

7

s e TR -2
SR RS

9 m,:«;w;::.‘;a\&m\.ﬁ!}
A RN et o co
EARZ R g S e e
3 (RO s

.=d 3001 & 3002)

less than 2.0

FIGURE 4 {L.

Number of adequate responses with stool consistency
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